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CPE^CTBO flJIS nOTEHUHPOBAHRH JIEHEEHMX 3<DOEKTOB - yCHJIEHHH 
flEftCTBH^ JIEKAPCTBEHHOrO BEIIJECTBA. 

OBJIACTB TEXHHKH 

H3o6peTeHHe othochtch k o6jiacTH MeaHijHHBi, b HacTHOcra k <J>apMaKOJiorHH h 
<!>apMaKOTepanHH h mohcct 6bitb HcnoJiB30BaHO pjix noBBnneHHH TepaneBTHHecKOH 
aKTHBHOCTH jicKapCTBCHHBix npenapaTOB. 

nPEAUIECTBYIOmHH YPOBEHB TEXHHKH 

H3 ypOBHLS TCXHHKH H3BCCTHBI CpeflCTBa RJUL nOTCHIJHpOBaHHJI JieHe6HBIX 

3(J)(|)eKTOB - ycHJieHHH fleficTBHH JieKapcTBeHHbix BemecTB (cm. B.H. IteTpoB, M.^. 
TaeBbifi, n.A. rajieHKO-ilpoiiieBCKHH, OcHOBa kjihhhhcckoh (JmpMaKOJioraH h 
4>apMaKOTepanHH, M., «Ajn>aHC-B» 2002, c. 42-44). OflHaico cjio>khoctb noa6opa 

KOMnOHeHTOB H B03M03KHOCTB IipOflBJieHHfl no6oHHBIX 3<|)<j)eKTOB OIpaHHHHBaiOT 

4>yHKUHOHanBHEie bo3mo»chocth flaHHoro pemeHHH. 

H3BecTHO TaoKe KaK roMeonaraHecKHe jieKapcTBeHHBie cpe,n;cTBa 
npHroTOBJicHHBie H3 HCXO^Horo pacTHTejiBHoro cBipBH (RU 2122858 CI, A61K 35/78, 
1998; RU 2133123 CI, A 61K 35/78, 1999; RU 2177795 CI, A 61K 35/78, 2002), Taic 

H JieKapCTBeHHOe CpeflCTBO B BHfle aKTHBHpOBaHHOH ^OpMBI CBepXMaJIOH £03BI 

BemecTBa, nojiyneHHofi nyTeM nocjie^oBaTejiBHoro MHoroKpaTHoro pa3Be#eHH5i h 
BCTp^XHBaHHH no roMeonaTHHecKOMy MeToay (RU 2182492 CI, A 61 K 39/00, 2002; 
RU 2191601 CI, A 61K 39/395, 2002; RU 2192882 CI, A 61K 38/22, 2002; RU 



WO 2005/039636 PCT/RU2004/000374 



-2- 

2201255 CI, A 61K 39/395, 27.03.2003; RU 2209083 CI, A 61K 39/395, 27.07.2003). 
flaHHKce cpe,n;cTBa b ochobhom npe;ma3HaHeHBi ana HHAHBiiAyajiH3au;HH JieneHHa 

pa3JIHHHBIX 3a60JieBaHHH, OCHOBaHHOH Ha HCnOJU>30BaHHH KJIHHHKO- 

4)eHOMeHOJiorH^ecKoro npHHimna iio^o6hk. 



PACKPMTHE H3QBPETEHHH 



H3o6peTeHHK HanpaBJieHo Ha co3,n;aHHe 3$$eKTHBHoro (ymiBepcajiBHoro) 

Cpe^CTBa RJWL nOTeHE[HpOBaHHH JieneSHBIX 3<i><|>eKT0B - yCHJieHHH tfeHCTBHH pa3JIHHHBlX 

jieKapcxBeHHBix BemecxB hjih npenapaTOB. 

Penremie nocTaBJicHHoii 3aaaHH oGecnennBaeTCfl npHMeHeHHCM 
aKTHBHpoBaHHOH ^opMBi JieicapCTBeHHoro BenjecTBa B Majiofi HJIH CBepXMaJIOH A03e, 
nojiyneHHoro nyreM MHoroKpaTHoro nocjieflOBaTejiBHoro pa3Be,z^eHHJi h BHeiimero 
B03,n;eHCTBHa no roivieonaTHHecKOH TexHOJioran b KanecTBe cpe^CTBa jxnsi 
noTeHE[HpoBaHHJi Jiene6HBix 3<|>(|>eKT0B - ycHJiemiH AeficTBHa Toro >Ke JieKapcTBeHHoro 
BeinecTBa b TepaneBTiraecKOH A03e. 

IlpHMeHeHHe aKTHBHpoBaHHOH ffp3hi CBepxManoro BemecTBa no HOBOMy 
3aaBJieHHOMy Ha3HaHeHHio OKa3anocB b03M03khbim 6jiaro,napH o6Hapy>i<eHHOMy 
aBTopoM ee paHee He H3BecTHoro CBOHCTBa - o6ecnenHBaTB npn BBe^eHHH b 
JieKapcTBeHHoe BemecTBO, m KOTOporo oHa nojiyneHa, HecyMMapHoe ycHJieHHe 
Jiene6Horo 3<j)<j)eKTa nocjie^ero, KOTOpoe He BBrreKaeT c OHeBH#HocTBio H3 H3BecxHBix 
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penieHHH. IIpH stom caMa no ce6e aKTHBHpoBaHHaa $opMa cBepxMaaofic ,n;o3Bi 
jieKapcTBeHHoro BemecTBa MoaceT He BBi3BiBaTB 3HaHHMoro neHe6Horo 3$^eKTa. 



BAPHAHTtI OCYmECTBJIEHKa H30BPETEHHH 



CpeacTBo RJix noTeHUHpoBaHEia jie^eGHBix 3$(J>eKT0B — ycujiemifl ^eiicTBua 
neKapcTBeHHoro BemecTBa noJiy^aiOT nyreM no cjie^oBaTejiBHO MHoroKpaTHoro 
pa3Be,n;eHHfl HCxo^Horo JieKapcTBeHHoro BemecTBa h o^HOBpeMCHHo no^Bepraa 
pa3Be#eHH* CTaH^apTH30BaHH0My bctp$ixhb aHHK) no npaBHJiaM roMeonaTH^ecKOH 
TexHOJiornn 3 #o nojiyneHiia Mambix hjih cBepxManBix #03 (He coAep>Kanj;nx MOJieKyji 
Hcxo^Horo BemecTBa) (cm. ToMeonaTHHecKHe JieKapcTBeHHBie cpe^cTBa. PyKOBOtfCTBO 
no onHcanmo h H3roTOBjieHHK>, B. UlBa6e, MocKBa, 1967, c. 12-3 8). Ilpiac stom 
npoH3BOAHT paBHOMepHoe yMeHBnienHe KomjeHTpaijHH nyreM nocjie^oBaTejriBHoro 
pa3Be,zi;eHHH 1 o6teMHOH nacTH hcxoahoh cy6cTaHijHH (Hcxo^Horo BenjecTBa) b 9 
o6i>eMHbix Hacrax QjJia flecaraHHtix pa3Be^eHHH D) hjih b 99 o6x»eMHBix nacrax (rjisi 

COTeHHBDC pa3BeAeHHH C) HeHTpaJIBHOrO paCTBOpHTeUJI C MHOrOKpaTHBIM 

BepTHKaiiBHBiM BCTpHXHBaHHeM Ka>K£oro noJiyneHHoro pa3BefleHHa h Hcnojn>30BaHHeM 
npeHMym;ecTBeHHo OTflenBHBix eMKOCTefi rwl Kaacfloro nocneayioiijero pa3Be#enHa ao 
nojiyneHBUi Tpe6yeMon ^03bi (noTeHmra). BHenmioio o6pa6oTKy b npon;ecce 
yMeHBmeHHfl KOHijeHTpaijHH TaoKe mo^kho ocymecTBJMTB yjiBTpa3:ByKOM, 

3JieKTpOMarHHTHBIM HJIH HHBIM $H3HHeCKHM B03fleHCTBHeM. 
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nojiyHeHHyio aKTHBHpoBaHHyio ^opMy CBepxMajiofi #03bi JieKapcTBeHHoro BemecTBa 
bbo^t b TepaneBTHHecKyio ao3y Toro >Ke JieKapcTBeHHoro BemecTBa 
npeHMymecTBeHHO b o6bcmhom cooTHoineHHH 1:1 + 1:100. 
ripHMep 1. 

y kpbic Ha MO^eJiH KOH<|>JiKKTHoft cHTyaijHH no Vogel J., 1971, H3yneHa 
aHKCHOHHTHHecKaH aKTHBHocTb 4>eHa3enaMa b Tpex BapnaHTax: 1) b TepaneBTHHecKofl 

2) B aKTHBHpOBaHHOH <|)OpMe, 3) COHCTaHHOe BBe/(CHHC TepaneBTHHeCKOH A03BI 

<J)eHa3enaMa h ero ace aKTHBHpOBaHHOH <f>opMbi. TepaneBTHHecKyio R03y <J)eHa3enaMa 
(1 mt/kt) bbo#hjih BHyrpH6pioniHHHo; aKTHBHpoBaHHyio (J)opMy, co^ep^camyio civiecB 
roMeonaTHHecKHx pa3BefleHHH C12+C30+C200, bboahjih b o6i>eMe 2,5 mji/kt Maccbi 
Tejia 3KHBOTHoro Taicxce BHyrpHSpioniHHHO, npn coneTaHHOM npHMeHCHHH o6e <|iopMBi 
BBOflHJiH o^OBpeMeHHO b AByx pa3Hbix mnpHijax. 3(J)$eKT oijeHHBajiH nepe3 20 mhh 
nocjie BBeAeHHH npenapaTOB no HHCJiy Haica3yeMBix b3hthh bo^bi. Pe3ym>TaTBi 
npeacTaBJieHBi b Ta6jnme. ITo6oHHBie 3$$eKTBi npH cobmccthom BBe^eHHH flByx 4>opM 
<|>eHa3enaMa npaKTEraecKH He 6bijih BBipaaceHBi. 

Ta6jiHija. BjiHHHHe <|>eHa3enaMa b TepaneBTHnecKoii A03e 9 b aKTHBHpoBaHHoft 4>°P Me B 
cBepxMajioft fl03ax h hx KOMSHHaipifl Ha hhcjio HaKa3yeMbrx b3othh boabi b 
koh4)jihkthoh CHTyanHH y Kptic. 
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TpyniiBi 3KHBOTHBIX 


JJp3a 


Hhcjio HaKa3yeMBix b3hthh boabi 


KOHTpOJIb 




111 J 5 


± 43,02 


OeHa3enaM 


1 ut/kt 


415,67 


± 113,96* 


AKTHBHpOBaHHaH <i>opMa 

b CBepxMajiofi #03e 


2,5 mji/kt 
Maccbi Tejia 


260,67 


± 38,21 


ConeTaHHe ppyx $opM 


2,5 mji/kH- 
1 mt/kt 


1279,33 


± 82,28 ** 



* - OTJIHHHe OT KOHTpOJM flOCTOBepHO, ** - OTJIHHHe OT rpymiBI <I> ^OCTOBepHO, p<0.05. 



nojiyHeHHBie ^aHHBie yica3BiBaioT Ha HajnraHe y <J)eHa3enaMa (1 Mr/icr) 

aHKCHOJIHTHHeCKOH aKTHBHOCTH. Ilo aHKCHOJIHTHHeCKOMy ^eHCTBHK) aKTHBHpOBaHHaa 

$opMa $eHa3enaMa b CBepxMajiofi ,zjo3e OTJiHHaeTca ot kohtpojih, ho 3to otjihhhc 
CTaTHCTiraecKH HeflocTOBepHo. CoBMecTHoe BBe^eHHe $eHa3enaMa h ero 

aKTHBHpOBaHHOH <J)OpMBI B CBepXMaJIOH #03e 06ecneHHBaeT aHKCHOJMTHHeCKHH 

3<|)<i>eKT, B 3 pa3a npeBBnnaiomHH 3(|><|>eKT <|)eHa3enaMa h b 1,9 pa3a - cyMMy 3<|>(|>eKTOB 
o6enx <|)opM npn pa3ja;ejiBHOM BBeflemra. TaKHM o6pa30M, BBefleroie aKTHBHpOBaHHOH 
<j)opMBi $ e Ha3enaMa b CBepxMajioft fl03e coBMecxHo c 4>eHa3enaMOM o6ecneHHBaeT 
noTemjHpoBaHHe cneuH^HHecKOH (JapMaKOJiornHecKofl aKTHBHo cth <J)eHa3enaMa b 
TepaneBTHnecKOH A03e. 
IlpHMep 2. 

EeH30£Ha3eiIHHBI JffiJIHIOTCfl 3T3JIOHHBIMH npenapaTaMH B JieHeHHH TpeBOKHBDC 

paccTpoficTB, o^HaKO hx npHMeHeHHe Hepe^Ko conpoBo^aaeTCH iioSohhbimh 
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3(J)(J)eKTaMH, BBIHy^aiOIH.HMH CHH>KaTL fl03H £0 MHHHMaJIBHBIX 3$$eKTHBHBIX, 

Hccjie^OBaHHe bjihkhhh aKTHBHp ob shhoh $opmbi ^Ha3enaMa b CBepxMajiOH ao3e Ha 
aHKCHOJiHTHHecKyio aKTHBHOCTB flHa3enaMa b TepaneBTHHecKHx A03ax upoBO^miH y 20 
naimeHTOB c reHepanH30BaHHBiM TpeBo^cHBiM chh^pomom, xapaKTepH3yiomHMCH 
ypoBHeM TpeBorn no nncajie TpeBora TaMnjiBTOHa ne MeHee 20 6ajniOB. B TeneHHe 14 
AHeft nanjieHTBi nojiynaJiH Ta6jieTKH ? co^ep^camHe aKTHBHpoBairayio $opMy 
AHa3enaMa b CBepxMajiOH ,n;o3e (roMeonaTHHecKoe pa3Be,a;eHHe C200, SKBHBajieHTHaa 
KOHjjeHTpaipia 10" 400 MaccoBBix flojien) - no 1 Ta6neTKe 4 pa3a b cynai. 3aTeM, c 15 no 
30 #eHB nai$HeHTaM Ha3Ha^ajiH £Ha3enaM nepopauBHo no 2 Mr 4 pa3a b cyTKH 
(cyroHHaa #03a - 8 mt), 3aTeM b Tenemie 7 /pieii - aKTHBHpOBaHHyio $opMy b 
CBepXMajioii ,n;o3e 4 Ta6ji/cyr, 3aTeM b TeneHne 14 £Heii - KOM6nHamno 
aKTHBHpoBaHHOH 4>opMBi (4 Ta6jieTKH/cyT) n ^na3enaMa (8 Mr/cyr) c oflHOBpeMeHHBiM 
npneMOM TaSjieTOK o6enx $opM npenapaxa. YpoBeHB TpeBorn no niKajie TaMHJiBTOHa 
oi^eHHBajm hcxo#ho h nocne Kaacfloro 3Tana JieneHiDi. Pe3yjibTaTti npeflcraBneHBi b 
Ta6jiHi^e. 

Ta6jimja. BjiHHHHe aKTHBHpoBaHHOH <j)opMBi ^Ha3enaMa b CBepxManofl £03e, 
TepaneB-ranecKOH ao3e (8 Mr/cyr) h KOM6nHHpoBaHHOM npneMe o6enx <j>opM Ha 
ypoBeHB TpeBorn npn reHepajrasosaHHOM TpeBOECHOM paccTponcTBe. 
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CpOK TeCTHpOBaHHfl 


O6111HH vDOBeHB TDeBorn no 
niKane raMHJiBTOHa, 6ajuioB 

(CHIDKeHHe OTHOCHTeJIBHO 

Hcxo,zmoro noKa3aTejiH, %) 


Hcxooto 


27,7 ± 2,6 


nocjie aKTHBHpoBaHHOH <f)opMBi #Ha3enaMa b 
CBepxMajiofl A03e - 2 He^ 


23,5 ±3,1 (15%) 


nocne OTa3enajvia 8 Mr/cyr 


16,2 + 2,5* (26%) 


nocne aKTHBHpoBaHHOH <J>opMBi #Ha3enaMa b 
CBepxMajioS ^03e - 1 He,n; 


20,5 + 3,4 


nocjie coneTaHiM o6enx <J>opM 


10,3 + 1,8 * (63%) 



otjihhhc ot npe^mymero 3Tana flocTOBepHO, p<0.05. 



KaK noKa3tiBaeT ^HHaMHKa ypoBHH TpeBora, aKTHBHpoBaHHaa $opMa ^Ha3enaMa b 

CBepXMaJIOH fl03e He OKa3BIBaeT CTaTHCTHHeCKH flOCTOBepHOrO aHKCHOJIHTHHeCKOrO 

AeftcTBHii (n.2, 4 Ta6jnmBi). ^na3enaM npH Ha3HaneHHH b cySonTHMajiBHoii 
TepaneBTHHecKofi ,a;o3e He no3BOJi5ieT #o6htbcji BBipa>KeHHoro CHHaceHHH ypoBHa 
TpeBora (n.3 Ta6jnmBi). ITpH coneTaHHOM BBe^emiH o6enx <|>opM AOCTHraeTcs 
JieneSHBiH a^^eicr (n.5), He ycTynaiomHH a^^eicry 6ojrbmefi ao3bi £Ha3enaMa (15 
Mr/cyr - no jnrrepaTypHBiM ^aHHBuvi), ho He conpoBO^aionjHHca BLipa^ceHHLiM 
iio6ohhbim ^eficTBHeM. Ha3HaHeHHe aKTHBHpoBaHHOH $opMBi AHa3enaMa b 
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CBepxManoH coBMecrao c AHa3enaMOM o6ecneHHBaeT noTeHunpoBaHne 

cnei^H^HHecKoft <J)apMaKOJiorHHecKOH okthbhocth £Ha3enaMa. 
IIpHMep 3. 

Ha Mo^ejiH a^BiOBaHTHoro apTpHTa, Bbi3BiBaeMoro y Kptic o#HOKpaTHBiM 
cy6iuiaHTapHBiM BBe^emieM 100 mkji nojnioro a^tioBaHTa Opeim^a, oijemiBajiH 
npoTHBOBocnanHTejrbHoe fleiicTBHe rmoKOKopTHKOimHoro npenapaTa npe#HH30JioHa b 
cne^yionjHX BapnaHTax: a) b TepaneBTiraecKOH fl03e ? 5) b aieraBnp o b aHHofi 
(noTeHUHpOBaHHofi) $opMe (cBepxMajia* acm), b) npn coneTaHHOM bbc^chhh 
TepaneBTHnecKOH fl03Bi h aKTHBHpoBaHHoft ^opMBL Ilocjie BBe^eHHa nojmoro 
a^BioBaHTa OpeHH^a acHBOTHtie (no 10 KpBic b rpynne) nonynajiH npe^HH30JioH b 

TepaneBTHHeCKOH fl03e, B aKTHBHpOBaHHOH <j)OpMe HJIH B HX COHeTaHHH (KOHTpOHB - 

AHCTHJUinpoBaHHafl Bo^a) - b TeneHHe 14 cyroK. 

npeflHH30JiOH b #o3e 2 miVkt (boahbih pacTBop) bbo^hjih BHyTpH>Kejiy#oHHo; 
aKTHBHpOBaHHyio $opMy npe,miH30JioHa b CBepxaiajion A03e — CMecB roMeonaTHnecKHX 
pa3BeAeHHH D24+D60 bbo^hjih b BH#e BO^Horo pacTBOpa b £03e 2,5 mji/kt Maccti Tena 
^aiBOTHoro BHyipn>KejiyAOHHo; npH coneTaHHOM npHMCHCHHH o6e cj)opMbi bboahjih 
OOTOBpeMeHHo, npeflBapHTejiBHo cMeinaB b cooTHoniemiH 10:1. 

O^hh pa3 b 1-2 otlh oi^eHHBajiH TKH<ecTB BocnanHxejiBHoro nopa>KeHHH Ka^c^oi! 

KOHCHHO CTH (OT 0 flO 4) H 06lH;HH HH^CKC TJDKeCTH apTpHTa (OT 0 AO 16). IIpHHHMaJIH 

bo BHHMaHHe HapynieHHe ^YHkhhh, apnxeMy, OTeK h ,zje(|)opMaijHK> kohchhocth. 
npoTHBOBOcnanHTejibHyK) aKTHBHOcTB npenapaTOB oueHHBajm no chh^cchhio o6m;ero 
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HH^eKca TJDKecTH apTpirra Ha 2-3 cynai h 14 cyTKH neneHEw. Pe3yHBTaTBi 
npe^CTaBJieHBi b Ta6jimje. 

Ta6iDai3;a. IlpoTHBOBOcnajiHTejiBHaa aKTHBHocxB npe£HH30JioHa b TepaneBTHnecKOH 
A03e, b cBepXMajiofi fl03e h npH hx coqeTaHHH. 



Tpyima 


HHfleKC Ta^cecTH apTpHTa 
Ha 2-3 cyr, 6ajuioB 


Helrqkc TiDKeCTH 
apTpHTa Ha 14 
cyT, 6ajuioB 


KOHTpOJIB 


3,4 ±0,4 


9,2 ±1,1 


npe£HH3cwioH 2 mt/kt 


2,1 ±0,4* 


5,4 ± 1,7 * 


AKTHBHpoBaHHaH <J)opMa 
npe^HH30JiOHa b CBepxMajioii fl03e 


2,9 ± 0,3 


8,7 ±1,5 


ConeTaHHoe BBeflemie 


1,2 ±0,3 *,# 


3,3 ±1,2 *,# 



* - OTJiH^He ot KOHTpojia flocroBepHo, # - oTJiHHHe ot rpyimBi npe,zmH30JioHa 2 mt/kt 
^ocTOBepHO, p<0.05. 



nojiyneHHBie .zjaHHBie noKa3BmaioT, hto npoTHBOBOcnajiHTejiBHaa aKTHBHOCTB 
aKTHBHpoBaHHOH <J)opMBi npeflHH30JioHa b CBepxMajioH fl03e He ^ocTHraeT ypoBHH 
CTaracTHHecKofi 3HaHHMOCTH, npn 3tom aKTHBHpOBaHHaa <J)opMa npenapaTa 
3HaHHTenBHO noTeHipipyiOT npoTHBOBocnajraTejiBHoe aeftcTBHe npeflHH30JioHa b 
cy6onTHMajn>HOH TepaneBTHHecKoft fl03e K aK Ha paHHeM 3Tane BocnajnrrejiBHOH 
peaKimn, tbk h b nepnofl «BTopoft bojihbi» HMMyHoro BocnaneHHa. 
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IIpHMep 4. 

B KJIHHHHeCKOe HCCJieAOBaHHe BJIEUIHHH aKTHBHpOBaHHOH (|)OpMBI 

npOTHBOBOcnanHTejn>Horo cpe^cTBa rH,zjpoKopTH30Ha b CBepxMajion ^03e Ha 
TepaneBTHHecKyio okthbhoctb nmpoicopTH30Ha b oTHomeHHH npoaBJieHHH apTpHTa 

6BIJIH BKJIIOHeHBI 20 IiaiJHeHTOB C flOCTOBepHBIM peBMaTOH^HBIM apTpHTOM 

(ojiHroapTpHTHafl <|)opMa), Hync^aiomHxoi b okojio- hjih BHyTpHcycTaBHBix HHteicimiix 
npenapaTa. Bee naimeHTBi £0 BKJnoneHHH b Hccjie^oBaHHe Hy^ajiHCB b HHteKmuix 
20-25 Mr rHApoKopTH30Ha 2-3 pa3a b Heflejno (no TpeSoBaHioo) . B TeneHHe 8 He^ejiB 
bo BpeMH HHBeKi^HH naijHeHTBi nojiynajin nepopajiBHo aKTHBHpoBaHHyio 4>opMy 
rHflpoKopTH30Ha b CBepxMajioft #03e no 1 Ta6jieTKe paccacBraaHHa bo pTy 
(aKTHBHpoBaHHaa <£opMa - cMecL roMeonaraHecKHX pa3Be,n;eHHH C12+C30+C200, 
SKBHBaJieHTHaa KomjeHTpaijHH 10" 24 MaccoBBix flOJieii). BjnraaHe aKTHBHpOBaHHOH 
(J)opMBi oi^eHHBajiH no npo^oji^aiTeJifcHOCTH nepnoflOB, Kor#a nai^neHTBi He HyamajiHCB 
b HHteicimax rH^poKopTH30Ha. Pe3yjn>TaTBi HCCJie^oBaHHH npeACTaBJieHBi b TaGjinue. 

Ta6jIHE[a. BjIHilHHe aKTHBHpOBaHHOH <|)OpMBI rHflpOKOpTH30Ha Ha flJEHTeJIBHOCTB 

TepaneBTHHecKoro 3<f>4)eKTa nmpoicopTH30Ha b TepaneBTHHecKOH £03e. 
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Pokhm jieneHHa 


^JIHTeHBHOCTB 3<|)(|)eKTa 
HHteKIIiHH 
(HHTepBaJI MQTKJiy 
HHBeKIJHflMH 

b pe^CHMe «no 

Tpe60BaHHK)») ? RUSK 


1. rH^pOKOpTH30H 20-25 Mr 


2,8 ± 0,3 


2. rHApOKOpTH30H 20-25 MT + aKTHBHpoBaHHaa 

$opMa rn^poKopTHSOHa b CBepxMajioft fl03e per os 


6,3 ± 0,5 * 



* - OTJIHHHe OT Co6cTBeHHOrO KOHTpOJM flOCTOBepHO, p<0.05. 



TaKHM o6pa30M, aKTHBHpOBaHHaji $°P Ma rH,npoKopTH30Ha b cBepxMajiofi ,fl;o3e 
noxemjHpyeT npoTHBOBOcnajiHTejiBHoe aeftcTBHe ra^poKopTH30Ha b TepaneBTHHecKOH 
A03e. 

ripHMep 5. 

IJejn>io HacTOHmeft pa6oTti ^bhjiocb 3KcnepHMeHTaJiLHoe H3yneHHe bjihhhha 
aKTHBHpoBaHHOH <|)opMBi i*HKJio<|)oc<|>aHa b cBepxMajioft A03e Ha npoTHBOonyxcmeByio 
h aHTHMeTacTaTHHecKyio skthb h o ctb i*HKJio<|)oc<|)aHa b TepaneBTHnecKOH A03e. 
3KcnepnMCHT£>i npoBOOTJiHCB Ha MBimax jihhhh C57B1/6 o6oero nona Maccofi 18-25 r. 
reMaToreHHo MeTacTa3npyiomHe KapijiiHOMy jiencnx JIbiohc (3LL), paK jiencoro-67 
(PJ1-67) h MejiaHOMy B-16 (B-16) nepeBHBajiH BHyTpHMBnneHHO. E[HKJio<i>oc<i>aH b fl03e 
125 mt/kt BBOjxasm oflHOKpaiHO BHyipHgpioniHHHO Ha 1 1-e (3LL), 12-e (PJI-67) h 16-e 
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(B-16) cyTKH nocne TpaHcnnaHTai^HH onyxojieft. IIoTeHipipoBaHHBiH no 
roMeonaTHHecKOH TCXHonorHH npenapar, co#ep>Kaiii;HH CMecB roMeonaTHHecKHX 
pa3Be^eHHH ^HKJIO<i>oc<i)aHa C12+C30+C200 (3KBHBajieHTHaa KomjeHTpaijHa 10" 24 , 10" 
60 5 10" 400 Macc.ja;ojieH cooTBercTBeHHo), - aKTHBHpoBaHHyK) $opMy UHKJio^oc^aHa - 
>icHBombie nojiynajiH b A03e 0,3 mji Ha mbiihb BHyrpHacejiyzjOHHo b TeneHHe 9-10 
cyroic, HanHHaa nepe3 1 h nocne HHBeKipm HHTOCTaTinca. Hacra echbothbdc 
3KcnepHMeHTajn>Hfcix rpyim bmccto i^HKJio$oc$aHa b TepaneBTiraecKOH fl03e 
BHyTpnSpioniHHHo bbojsjuir ^H3HOJiorHHecKHH pacTBop. Mbiiiih kohtpojibhbdc rpynn 
nojiynajiH BHyTpH^cejiy^oHHO noTCimnpoBaHHyio Bo^y. OijeHKy 3<j)(|)eKTHBHOCTH 
Jie^e6m>ix B03#eftcTBnii npoH3Bo;npajra Ha 19-e (3LL), 21-e (PJI-67) h 27-e (B-16) 
cyncH 3KcncpHMeHTa, onpeflejiaa Maccy onyxojni (no pa3HOCTH Meac#y Maccon 
3topoboh jianBi h c onyxojiBio) h noACHHTBiBaa TopMoxceHne ee pocra - 
OTHOCHTejn>Hoe yMeHBinemie Maccsi onyxojin no cpaBHeHHK) c kohtpojibhoh rpynnoft. 
rtpn oi^eHKe HHTeHCHBHOCTH pa3BHTHH npoijecca MeTacTa3HpoBaHHH onpeaejnuiH 
cpe,npee kojehhcctbo h mioma^B MeTacTaTHHecKnx y3JioB Ha o^ny mbiihb b rpynne, 
nacTOTy MeTacTa3npoBaHHH onyxojra b npoijeHTax (no OTHomeHHio HHCJia >khbothbdc c 
MeracTa3aMH k hx oGnjeMy KOJinnecTBy b rpyime). 

KypcoBoe BBe^emie aKTHBHpoBaHHoft <J>opMBi B(Hioio4)oc4)aHa b cBepxManofi ,D(03e 
nocjie hhbckijhh 4>H3HOJiorHHecKoro pacTBopa He OKa3BiBajio npoTHBoonyxojieBoro h 
aHTHMeTacTaTHHecKoro AeftcTBHfl (no cpaBHeHmo c KoirrpojieM). KypcoBoe BBe^eHHe 

aKTHBHpOBaHHOH <|>OpMBI IJHKJK><|>OC(|>aHa B CBepXMaJIOH ,fl;03e H a 4>OHe XHMHOTepailHH 

3LL He BKDBiBajio #ocTOBepHBix H3MeHeHHH b Macce nepBHHHoro onyxoneBoro y3.ua, 
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OflHaKO 3HaHHTejn>HO noBtunajio aHTHMeTacTaTHnecKHH 3<|><|)eKT ijHKJio(j)oc<|>aHa b 
TepaneBTHnecKOH fl03e, o hqm cBH^erejiBCTBOBajio OTcyrcTBHe bhotmbdc MeTacTa30B b 

JierKHX 5KHBOTHBDC OHBITHOH rpymiH. IloCJie BBe^eHHil aKTHBHpOBaHHOH <J)OpMBI 

HHKJio<i)oc$aHa b cBepxMajioft A03e b cxeMy jieHeHHa ejhto cTaTHKOM onyxojiH PJ1-67 
KOJnraecTBO MCTacTa30B h hx iuioma^B yMeHBinnjiHCB b 3,8 h 12 5 5 pa3 
cooxBeTCTBeHHO, h jihihb y 25 % M&nneft OTMenajiocB MeTacTaTHHecKoe nopaaceHne 
JierKHX. B to ace BpeMs, BBe^eHHe aKTHBHpOBaHHOH (fropMBi i*HKJio<|)oc<i>aHa b 
cBepxMajiofi MBnnaM c PJI-67 3HaHHTejiBHO noBBiinajio HHrHSnpyiomee ^eftcTBHe 
ijnTocTaTHKa b OTHOineHHH nepBHHHoro onyxojieBoro y3Jia. Ilpn coneTaHHH 

aKTHBHpOBaHHOH <|>OpMBI H TepaneBTHHeCKOH A03BI DiHKJIO^OC^aHa npO^BHJIOCB 

HHTH6Hpyiomee bjihhhhc npenapaTa Ha pa3BHTHe npoijecca ancceMHHaijHH MejiaHOMBi 
B-16. TaK, BKjnoHeHHe b cxeMy jieneHHfl aKTHBHpOBaHHOH (JopMBi ijHKJio<i>oc<})aHa 
npHBOAHJio k AOCTOBepHOMy cHHHceHHio 3T0T0 noKa3aTejra b rpynne 
KOM6nHHpoBaHHOH TepanHH. 

TaKHM o6pa30M 5 Ha Tpex 3KcnepHMeHTajiBHBix MO#ejmx onyxoJieBofi naTOJiorHH 
noKa3aHa choco6hoctb aKTHBHpOBaHHOH <|>opMBi ijHKJio<|>oc<|)aHa b CBepxMajiofi fl03e 
noTeHimpoBaTB npoTHBOonyxoJieBoe h aHTHMeTacTaTHHecKoe fleftcTBHe stoto 
ijhto cTaTHKa b TepaneBTHHecKoft ao3e. GneayeT otmcthtb, hto Ha6jno;j;aeMoe 
noBBnneHHe npoTHBOonyxojieBoro h aHTHMeTacTaTHnecKoro flencTBHfl XHMHOTepanHH 
He conpoB05K#ajiocB ycnjieHHeM tokchhhocth. 
npHMep 6. 
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BnHSHHe aKTHBHpoBaHHOH <j)opMi>i umpoKO H3ynaeMoro b ncHxo$apMaKOJiorHH 
npenapaTa - 3TaHona Ha aHKCHOJiHTHHecKHH 3$4>eKT 3TaHOJia oi^cHHBajm y Kptic b 
3KcnepHMeHTajn>HOH MO^eioa koh<J>jihkthoh cirryaijHH no Vogel J., 1971 

(CTOJIKHOBeHHfl IIHTBCBOH MOTHBaiJHH H 3JieKTpo6oJieBOrO pa3flpaaceHHJI B yCJIOBHHX 

iihtb6boh flenpuBamm). 3TaH0Ji (10% bootbih pacTBop), aKTHBHpoBaHHyio <J)opMy 
3TaHOJia b cBepxManoH ao3e (roMeonaTHHecKofi pa3Be#eHHe CI 000, SKBHBajieHTHaa 
KOHixeHTpaitHH 10* 2000 MaccoBbix flojieft) b Bime BOflHoro pacTBopa hjih cmccb 10% 

3TaHOJia H aKTHBHpOBaHHOH (|)OpMI>I 3TaHOJia B 06teMH0M OTHOmeHHH 10:1 BHOCHJIH B 

noHJiKy KaMepH pjix HCcne#OBaHHfl HaKa3yeMoro nHTbeBoro noBeaeHHH. 
Ahkch o JiHTinecKHH 34>$eKT ou;eHHBajiH no nncjiy Haica3yeMBix b3jithh bo^bi. 
Pc3yjn>TaTBi npeACTaBJieHBi b TaSjnme. 



TpynnBi >khbothbdc 


Hhcjio HaKa3yeMBix b3athh boabi 


1 . KoHTpOJH. 


170,5 


± 38,2 


2. STaHon 10% 


317,2 


± 41,0* 


3. AKTHBHpOBaHHaa $opMa 
3TaHOJia b CBepxManoH fl03e 


205,3 


± 53,6 


4. STaHon 10% + aKTHBHp ob aHH aa 
4>opMa 


396,7 


± 28,1 *,# 



OTJIHHHe OT KOHTpOJIfl flOCTOBepHO, ** - OTJIHHHe OT rpymiBI 2 tfOCTOBepHO, p<0.05. 



TaKHM o6pa30M, aKTHBHpoBaHHaa <|>opMa 3TaHOJia b cBepxMajion fl03e He oica3B!BaeT 

CTaTHCTHHeCKH 3HaHHMOrO aHKCHOJDITHHCCKOrO fleHCTBHH B yCJIOBEUIX KOH<J)JIHKTHOH 
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CHTyaijHH, ho noTeHipipyeT aHKCHOJiHranecKHH 3(J>(|eKT 3TaHOJia b KOHii;eHTpamm 
10%. 

npHMep 7. 

BjIHflHHe aKTHBHpOBaHHOH (|)OpMBI MOp<|>HHa B CBepXMaJIOH £03e Ha aHanobreTHHecKHH 

3<})(i>eKT Mop4>HHa ou;eHHBajiH y Kptic b TecTe OT^eprHBaHaa kohchhocth b otbct Ha 
3JieKTpo6oJieBoe pa3,npa)iceHHe. B pa3HMX 3KcnepHMeHTajn>HBix rpynnax Kpticw 
nojiynajiH OAHOKpa-rayio BHyTpn6pioinHHHyio hkbckijhk): a) Mop(J)HHa b 
TepaneBTinecKOH ,a;o3e (5 Mr/icr); 6) aKTHBHpOBaHHOH $opMBi Mop(|)HHa b CBepxMajiofi 
A03e (roMeonaTHHecKoe pa3BeaeHHe C200, 3KBHBajieHTHaa KOHuempaipDi 10" 400 
MaccoBBix AOJieft) — b 0,5 mji BO^Horo pacTBopa; b) Mop<|>HHa b TepaneBTHHecKOH ,u;03e 

H aKTHBHpOBaHHOH <j)OpMe OflHOBpeMeHHO (b OflHOM IIHipHI3[e, B o6*BeMHOM 

cooTHOinemiH 5:1). B KanecTBe kohtpojm cny^KHJia ^HCTHJiJiHpoBaHHaa BO#a. 
PeracTpHpoBajiH HCxo,zjHBie noporn Hoi^HEtenxHBHOH peaKijim h nepe3 30 mhh nocjie 
BBeAeHHa npenapaTOB. AHajn>re3HpyiomHH s^^eicr oueHHBajiH no noBBiinemno 
nopora Hoijinjen'rHBHOH peaKijHH no cpaBHeHHio c hcxo#hoh. Pe3yjiBTaTBi 
npe^cTaBjieHBi b TaSjnme. 
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Tpyima xchbothbdc 


nopora HOI^HI^enTHBHOH 

peaicuiHH, BOJIBT 


JS<0 BBetfeHHH 


Ilocjie BBe^eHHH 


1. Kohtpojib 


30,7 + 2,5 


31,0 + 3,0 


2. AKTHBHpOBaHHaa 4>opMa MOp^HHa B 
cBepxMajiOH ^03e 


31,2 ±2,1 


27,9 ± 2,9 


3. Mop4>HH 5 mt/kt 


29,7 ± 2,6 


38,2 + 2,8 * 


4. ConeTaHHoe BBe^eHHe mop^hh 5 mt/kt + 
aKTHBHpoBaHHaa <|)opMa b CBepxMajiofi £03e 


31,7 + 2,8 


44,5 + 2,1 *,# 



* - OTjnrcHe ot ncxcumoro 3HaneHHH ^ocTOBepHo, # - otjikhhc ot rpynnsi 3 
^ocTOBepHO, p<0.05. 



TaKHM o6pa30M, aKTHBHpoBaHHaa $opMa Mop4)HHa B CBepxMajiOH ,n;o3e npH 
o^HOKpaTHOM BBe^eHHH He OKa3tiBaeT cTaTHCTHHecKH 3HaHHMoro aHajiBre3Hpyiomero 
>a;eHCTBH5i, ho noTeHUHpyer o6e36ojniBaiomHH a^^eicr oflHOKpaTHoro bbg^cheui 
Mop4>HHa b fl03e 5 mt/kt. 
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OOPMYJIA H30EPETEHHA 



IlpHMeHeHHe aKTHBapoBaHHofi: <J)opMbi JieKapcTBeHHoro BemecTBa b Majioft hjih 
CBepxMaJioft A03e b KanecTBe cpe^CTBa ajdi noTemjHpoBaHHH jiene6Hi>ix 3<J>4)eKTOB - 
ycHJiemia fleftcTBHH Toro ace JieKapcTBeHHoro BeujecTBa b TepaneBTHHecKoft fl03e. 
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